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§ 312.44 Termination. 

(a) General. This section describes the 
procedures under which FDA may ter-
minate an IND. If an IND is termi-
nated, the sponsor shall end all clinical 
investigations conducted under the 
IND and recall or otherwise provide for 
the disposition of all unused supplies of 
the drug. A termination action may be 
based on deficiencies in the IND or in 
the conduct of an investigation under 
an IND. Except as provided in para-
graph (d) of this section, a termination 
shall be preceded by a proposal to ter-
minate by FDA and an opportunity for 
the sponsor to respond. FDA will, in 
general, only initiate an action under 
this section after first attempting to 
resolve differences informally or, when 
appropriate, through the clinical hold 
procedures described in § 312.42. 

(b) Grounds for termination—(1) Phase 
1. FDA may propose to terminate an 
IND during Phase 1 if it finds that: 

(i) Human subjects would be exposed 
to an unreasonable and significant risk 
of illness or unjury. 

(ii) The IND does not contain suffi-
cient information required under 
§ 312.23 to assess the safety to subjects 
of the clinical investigations. 

(iii) The methods, facilities, and con-
trols used for the manufacturing, proc-
essing, and packing of the investiga-
tional drug are inadequate to establish 
and maintain appropriate standards of 
identity, strength, quality, and purity 
as needed for subject safety. 

(iv) The clinical investigations are 
being conducted in a manner substan-
tially different than that described in 
the protocols submitted in the IND. 

(v) The drug is being promoted or dis-
tributed for commercial purposes not 
justified by the requirements of the in-
vestigation or permitted by § 312.7. 

(vi) The IND, or any amendment or 
report to the IND, contains an untrue 
statement of a material fact or omits 
material information required by this 
part. 

(vii) The sponsor fails promptly to in-
vestigate and inform the Food and 
Drug Administration and all investiga-
tors of serious and unexpected adverse 
experiences in accordance with § 312.32 
or fails to make any other report re-
quired under this part. 

(viii) The sponsor fails to submit an 
accurate annual report of the inves-
tigations in accordance with § 312.33. 

(ix) The sponsor fails to comply with 
any other applicable requirement of 
this part, part 50, or part 56. 

(x) The IND has remained on inactive 
status for 5 years or more. 

(xi) The sponsor fails to delay a pro-
posed investigation under the IND or 
to suspend an ongoing investigation 
that has been placed on clinical hold 
under § 312.42(b)(4). 

(2) Phase 2 or 3. FDA may propose to 
terminate an IND during Phase 2 or 
Phase 3 if FDA finds that: 

(i) Any of the conditions in para-
graphs (b)(1)(i) through (b)(1)(xi) of this 
section apply; or 

(ii) The investigational plan or pro-
tocol(s) is not reasonable as a bona fide 
scientific plan to determine whether or 
not the drug is safe and effective for 
use; or 

(iii) There is convincing evidence 
that the drug is not effective for the 
purpose for which it is being inves-
tigated. 

(3) FDA may propose to terminate a 
treatment IND if it finds that: 

(i) Any of the conditions in para-
graphs (b)(1)(i) through (x) of this sec-
tion apply; or 

(ii) Any of the conditions in 
§ 312.42(b)(3) apply. 

(c) Opportunity for sponsor response. 
(1) If FDA proposes to terminate an 
IND, FDA will notify the sponsor in 
writing, and invite correction or expla-
nation within a period of 30 days. 

(2) On such notification, the sponsor 
may provide a written explanation or 
correction or may request a conference 
with FDA to provide the requested ex-
planation or correction. If the sponsor 
does not respond to the notification 
within the allocated time, the IND 
shall be terminated. 

(3) If the sponsor responds but FDA 
does not accept the explanation or cor-
rection submitted, FDA shall inform 
the sponsor in writing of the reason for 
the nonacceptance and provide the 
sponsor with an opportunity for a regu-
latory hearing before FDA under part 
16 on the question of whether the IND 
should be terminated. The sponsor’s re-
quest for a regulatory hearing must be 
made within 10 days of the sponsor’s 
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receipt of FDA’s notification of non-
acceptance. 

(d) Immediate termination of IND. Not-
withstanding paragraphs (a) through 
(c) of this section, if at any time FDA 
concludes that continuation of the in-
vestigation presents an immediate and 
substantial danger to the health of in-
dividuals, the agency shall imme-
diately, by written notice to the spon-
sor from the Director of the Center for 
Drug Evaluation and Research or the 
Director of the Center for Biologics 
Evaluation and Research, terminate 
the IND. An IND so terminated is sub-
ject to reinstatement by the Director 
on the basis of additional submissions 
that eliminate such danger. If an IND 
is terminated under this paragraph, the 
agency will afford the sponsor an op-
portunity for a regulatory hearing 
under part 16 on the question of wheth-
er the IND should be reinstated. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 55 FR 11579, Mar. 29, 
1990; 57 FR 13249, Apr. 15, 1992; 67 FR 9586, 
Mar. 4, 2002] 

§ 312.45 Inactive status. 
(a) If no subjects are entered into 

clinical studies for a period of 2 years 
or more under an IND, or if all inves-
tigations under an IND remain on clin-
ical hold for 1 year or more, the IND 
may be placed by FDA on inactive sta-
tus. This action may be taken by FDA 
either on request of the sponsor or on 
FDA’s own initiative. If FDA seeks to 
act on its own initiative under this sec-
tion, it shall first notify the sponsor in 
writing of the proposed inactive status. 
Upon receipt of such notification, the 
sponsor shall have 30 days to respond 
as to why the IND should continue to 
remain active. 

(b) If an IND is placed on inactive 
status, all investigators shall be so no-
tified and all stocks of the drug shall 
be returned or otherwise disposed of in 
accordance with § 312.59. 

(c) A sponsor is not required to sub-
mit annual reports to an IND on inac-
tive status. An inactive IND is, how-
ever, still in effect for purposes of the 
public disclosure of data and informa-
tion under § 312.130. 

(d) A sponsor who intends to resume 
clinical investigation under an IND 
placed on inactive status shall submit 

a protocol amendment under § 312.30 
containing the proposed general inves-
tigational plan for the coming year and 
appropriate protocols. If the protocol 
amendment relies on information pre-
viously submitted, the plan shall ref-
erence such information. Additional in-
formation supporting the proposed in-
vestigation, if any, shall be submitted 
in an information amendment. Not-
withstanding the provisions of § 312.30, 
clinical investigations under an IND on 
inactive status may only resume (1) 30 
days after FDA receives the protocol 
amendment, unless FDA notifies the 
sponsor that the investigations de-
scribed in the amendment are subject 
to a clinical hold under § 312.42, or (2) 
on earlier notification by FDA that the 
clinical investigations described in the 
protocol amendment may begin. 

(e) An IND that remains on inactive 
status for 5 years or more may be ter-
minated under § 312.44. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 67 FR 9586, Mar. 4, 
2002] 

§ 312.47 Meetings. 
(a) General. Meetings between a spon-

sor and the agency are frequently use-
ful in resolving questions and issues 
raised during the course of a clinical 
investigation. FDA encourages such 
meetings to the extent that they aid in 
the evaluation of the drug and in the 
solution of scientific problems con-
cerning the drug, to the extent that 
FDA’s resources permit. The general 
principle underlying the conduct of 
such meetings is that there should be 
free, full, and open communication 
about any scientific or medical ques-
tion that may arise during the clinical 
investigation. These meetings shall be 
conducted and documented in accord-
ance with part 10. 

(b) ‘‘End-of-Phase 2’’ meetings and 
meetings held before submission of a mar-
keting application. At specific times 
during the drug investigation process, 
meetings between FDA and a sponsor 
can be especially helpful in minimizing 
wasteful expenditures of time and 
money and thus in speeding the drug 
development and evaluation process. In 
particular, FDA has found that meet-
ings at the end of Phase 2 of an inves-
tigation (end-of-Phase 2 meetings) are 
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